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Introduction

" Co-occurring Disorders and Psychosocial
Consequences!

* Low Self Esteem?
= Persisting Symptoms after Medication3
= Patients demand for Additional Therapy

" Guidelines Recommendation: “Multimodal
Treatment”

1Biederman 2005, Wilens et al. 2004, Rosler & Philipsen 2010, 2Stevenson et al. 2002, Philipsen et al.
2007, Safren et al. 2005, 3Ebert et al. 2003, NICE 2010, CADDRA 2008, Australian Guidelines 2009



1999: Staged Approach of a DBT-based
treatment in Adult ADHD

Psychotherapie
der ADHS
im Erwachsenenalter

Phase I: Conceptual Work

Phase II: Pilotstudy ( N = 15) -
Feasibility Multicenter Study (N =72)
(4 University Sites)

Phase lll: Randomised Multicenter Study - COMPAS

Funded by German Federal Ministry of
Education and Research (01GVv0606)

RCT independent research group (Hirivikoski et al.
2011)



Conceptual Work

Common Features of Adult ADHD and Borderline
Personality Disorder:

= Affective Instability BPH

= |Impulsive Behavior

= Disorganization

= Substance Dependence
= Relationship Problems
= Attention Deficits (Dissociation in BPD)

= | ow Self-esteem

Davids und Caspar, 2005; Philipsen et al. 2006, 2008, 2009; Matthies et al. 2011



Results of the Pilot DBT Study

Hesslinger et al. European Archives of Psychiatry and Clinical Neuroscience 2002
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BDI: Beck Depression Inventory, ADHD-CL: ADHD-Checklist, SCL-16: Symptom
Check List, VAS: Visual Analogue Scale



Results of the Multicenter Feasibility Study (n=72)

Philipsen et al. Journal of Nervous and Mental Disease 2007
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ADHD-CL: ADHD-Checklist, SCL-16: Symptom Check List-16 Items, BDI:

Beck Depression Inventory **p < 0.001, partial eta2 0.672



Most Effective Psychotherapeutic Topics
as rated by Patients (n=72, %)
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Mindfulness
Emotion Regulation
Chaos and Control
Impulse Control
Stress Management
Medication

. = rated ,most effective“ by more than 65 % of the patients

Philipsen et al. J Nerv Ment Dis 2007



Contents of the Programme

* Main Objective: “to control ADHD rather than to be
controlled by ADHD”

= Psychoeducation (Neurobiological Model, Neuroplasticity)
* Mindfulness

= ,Chaos and Control” (Time Management, Organization)

= Analysis of Dysfunctional Behavior / Impulse Control

" Emotion Regulation

= Co-occurring Disorders

= Stress Management

= ADHD in Relationships / Self-respect




Formal Procedure

= Written Information, Commitment

= Weekly Group Meetings (Minimum of 13 two-hour Sessions)
" 6 -9 Participants, 2 Therapists

= \Workbook (Hesslinger, Philipsen, Richter 2004),

= Homework, Written Materials

= |ndividual Sessions (3 at most)
® |ndividual

= With Family Members or Partners



Balance

Acceptance

ADHD =
neurobiological
disorder

4

Change

Challenge of
changing
behavior




Mean participants evaluation score (0-4) +/- 2 SE

Results DBT versus Discussion Group

(n=51)

CJ Control
B Skills training

ADHD-related Felt to be  More able to Own Would attend
better cope suggestions again
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Mean Current ADHD Symptoms Scale +/- 2 SE
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T. Hirvikoski et al / Behaviour Research and Therapy 49 (2011) 175—185



Treatment Credibility
DBT versus Discussion
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Principal Research Questions (COMPAS)

" |s disorder tailored psychotherapy more effective
in reducing symptoms of adult ADHD than a
control condition in terms of clinical
management?

" |sthe combination of disorder tailored
psychotherapy and medication superior to
medication and clinical management or
psychotherapy and placebo?



Study Design - COMPAS

Design

randomised
controlled

multicentred
placebo-controlled
double blind

Subjects

N=433

adult patients with
ADHD

Outcome Criteria

Primary: ADHD-
Index (12 Items of
the Conners Adult
Rating Scale,
observer rated
(T1/T2)

Baseline (T1) (T2) (T4)
Screening Assessment Trial Inclusion Follow Up Follow Up
0 weeks 13 weeks 1 year
Placebo & clinical management
Weekly for 13 weeks, monthly thereafter for up to 1 year
R
g A
'g g N Methylphenidate & clinical management
o o Weekly for 13 weeks, monthly thereafter for up to 1 year
A Baseline M
> PAssessmentrP |
i N=448 Z
= ¢ Methylphenidate & psychotherapy program
= | Weekly for 13 weeks, monthly thereafter for up to 1 year
o 0
N

Placebo & psychotherapy program
Weekly for 13 weeks, monthly thereafter for up to 1 year

Follow-up Examination 2,5 years post baseline




Power Calculation

m 2x2 factorial design

" Assumptions with respect to the primary outcome:
= 40% reduction for Psychotherapy and Methylphenidate
(MPH)
" 30% reduction for Psychotherapy and Placebo, 30% for
Clinical Management (CM) and MPH, 20% Reduction for
CM and Placebo

= 175 Patients per Treatment Group (MPH/Placebo,
CM/Psychotherapy)



COMPAS
Main Secondary Endpoints

= ADHD Severity:

= Therapy response
= CAARS-S:L
= ADHD-Checklist (ADHD-DC)

= Associated Psychopathology

Symptom Checklist (SCL-90-R), Beck Depression Inventory
(BDI), Clinical Global Impression (CGl), Quality of Life
Questionnaire (Q-LES-QSF)



Trial Medication

Methylphenidate* 0.5mg bis 1.3 mg/kg body weight

1. Week 10 mg Methylphenidate Extended Release 1-0-0 (10 mg/d)
2. Week 10 mg Methylphenidate Extended Release 1-1-0 (20 mg/d)
3. Week 10 mg Methylphenidate Extended Release 2-1-0 (30 mg/d)
4. Week 10 mg Methylphenidate Extended Release 2-2-0 (40 mg/d)
5. Week 10 mg Methylphenidate Extended Release 3-2-0 (50 mg/d)
6. Week 10 mg Methylphenidate Extended Release 3-3-0 (60 mg/d)

7th — 12 th Week Titration

*Medikinet retard= adult®, sponsored by Medice Arzneimittel Pltter
GmbH & Co.KG



Adherence Ratings
Group Treatment and Clinical Management
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Enrolment: Pre-Screening Failures

Contacted for Ineligible or not interested (n=962)
study
participation e Not interested (n=205, 21.3%)
(]1=143[|) e Local distance to the study site (n=111, 11.5%)
e Not able to meet time requirements (n=75, 7.8%)

¢ Contraindication for MPH (n=194, 20.2%): medication (n=71, 7.4%),
substance abuse (n=62, 6.5%). organic illness (n=31. 3.2%), not
specified (n=20, 2.1%), no contraception (n=6, 0.6%), pregnancy (n=4.

0.4%)
@@ — |« WURS-k < 30 (n=90, 9.4%)
¢ Psychiatric disorder representing an exclusion criterion (n=73. 7.6%)

¢ Refuses treatment with MPH (n=53, 5.5%)

¢ Current MPH treatment (n=39, 4.1%)

¢ Disagrees to random allocation (n=33, 3.4%)

¢ Lost contact (n=32, 3.3%)

e Current psychotherapeutic treatment (n=29, 3.0%)

¢ Participation in another clinical trial (n=12, 1.3%)

¢ Sees no need for treatment (n=8, 0.8%)

e Older than 60 years (n=5, 0.5%)

Assessed for ¢ Phnahia nf imiectinng and hland canmnline im=3 0 3240

eligibility
(n=318) Philipsen et al. submitted for publication




Enrolment: Screening Failures

Enrolment

—>

Randomized
(n=433)

Excluded” (n=85)

e Refused to participate: withdrawal of informed consent. incapacity to
meet efforts for further participation. screening assessment not
completed (n=47. 55.3%)

e Organic condition, abnormal laboratory or clinical findings (n=30.
30.3%)

e ADHD diagnostic criteria or WURS = 30 not fulfilled (n=8. 9.4%)

e Psychiatric disorder representing an exclusion criterion (n=12. 14.1%)

e Psychopharmacological medication incompatible with study
participation (n=8. 9.4%)

e MPH intolerance (n=1. 1.2%)

e Treatment with stimulants, psychotherapeutic treatment (n=2. 2.4%)

e IQ < 85 (n=1. 1.2%)

e Pregnancy or no contraception (n=2. 2.4%)

e Others (n=1. 1.2%)

Philipsen et al. submitted for publication




Sociodemographics
Full analysis set (N=419)

Charakteristics

Age M = 35.2 years, SD = 10.0 (18-58 v.)
Gender 50.1% male, 49.9% female
1Q M=111.3 (SD=15.14)

Comorbidities

Axis |: 66.3%
Axis II: 18.0% (antisocial, Borderline PS excluded)

WURS-k

M=41.6 (SD=10.1)

ADHD-Subtype
predominantly

Combined: 57.3%,
Inattentive : 37.2%
Hyperactive/impulsive: 5.3%

Single

55.4%

Profession

15.7% unemployed




Compliance (week 13)

Trial Medication
Daily Dosage MPH (mg):
Daily Dosage MPH (mg/kg):
Compliance (80-125 %):

Mean 53.3SD 20.4
Mean 0.71 SD 0.27

88.8%

Group + MPH

Group + Placebo

CM + MPH

CM + Placebo

Dosage mg/d

M=48.8 (5§D=20.7)

M=58.6 (SD=19.1)

M=48.7 (SD=20.0)

M=58.4 (SD=19.6)

Dosage M= 0.66 (SD=0.27) | M=0.79 (SD=0.27) | M=0.66 (SD=0.27) | M=0.77 (SD=0.26)
mg/kg

Compliance 87.4% 87.7% 88.8% 91.3%

80-125%

Group and CM

Group at least 8/12: 69.4%

CM at least 1/12: 98.6%




Results of the COMPAS are submitted

= Sorry for not providing them for the webside



Summary

= DBT more effective than Discussion Group
= COMPAS = Large Multicenter RCT
= Primary Outcome (ADHD Index):

= MPH significantly more effective than Placebo T1-T2

= No significant difference between Group Treatment and CM

= DBT-based treatment most effective in
= Emotional Instability
= Hyperactivity
= General Impression?
= Follow-up:
= Essentially stable findings

= Persisting benefit of medication

Placebo & Gruppenpsychotherapie




Outlook
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Secondary Outcome Criteria:

Moderators (subtype ADHD / ADD, gender, age, 1Q,
comorbidities,..)

Mediators (adherence, homework, ...)
Cost-effectiveness

Functional outcome (absence from work, ...)

Forschungsverbund zur i
Psychotherapie

ADHD - net
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Randomisation 2007-2010
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